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Title 21—Food and Drugs

CHAPTER 1—-FOOD AND DRUG ADMINIS-
TRATION, DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

SUBCHAPTER D—DRUGS FOR HUMAN USE

{Docket No. 76N-0384]
PART 310—~NEW DRUGS

Requirement for Labeling Directed to the
: Patient

AGENCY: Food and Drug Administra-
tion.

ACTION: Final rule.

SUMMARY: The agency is issuing final
regulations to require patient labeling for
all preseription estrogenic drug 'produ_cts
for general use. The new regulation
specifies the kind of information to be
contained in the patient labeling and how
it is to be made available to the patient.
The regulation does not apply to estro-
gen-progestagen oral cantraceptives and
oral diethylstilbestrol (DES) products in-
tended for postcoital contraception.

EFFECTIVE DATE: September 20, 1977.

FOR FURTHER INFORMATION CON-
TACT:

Philip L. Paquin: Bureau of Drugs
(HFD-30), Food and Drug Adminis-
tration, Department of Health, Educa~
tion, and Welfare, 5600 Fishers Lane,
Rockyville, Md,. 20857 (301-443-5220),

SUPPLEMENTARY INFORMATION:
In the FEpERAL REGISTER of September
29, 1976 (41 FR 43108) the Commission-
er of Food and Drugs proposed new re-

. quirements for patient labeling for es-
trogens for general use. Interested per~
sons were invited to submit comments
on the proposal by November 209, 1976.
More than 300 comments were received.
Comments came from drug establish-
ments, drug trade associations, profes-
sional socfeties, consumer groups, and
individual citizens. A summary of the
comments and the Commissioner’s
response are set forth below:

1. Statutory authority. Several com~
ments contend that the Food and Drug
Administration (FDA) lacks the req-

- uisite legal authority to require patient
labeling. The comments note that the
proposal to aedd new § 310.515 (21 CFR
310.515) cites sections 502, 505 and 701
{a) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 352, 355, 371(a))
as authority for requiring patient label-
ing for estrogens, and none of these sec-
tions provides such authority. The com-
ments also refer to congressional intent
expressed at the time of enactment of
section 503(b) of the act, together with
previous FDA statements on the subject,
to urge that the patient labeling proposal
is without statutory basis, Specifically,
they argue that the enactment of sec-
tion 503<b) (2) of the act in 1951 reflected
a clear understanding by Congress that
preseription drugs need not bear labeling
contalning directions for patient use and
that this section exempts prescription
drugs at the time the drug is dispensed
by the pharmacist {rom any requirement
that the labeling hear adequate direc-
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tions for use and warnings under sec-
tion 502(f) of the act. They also point
to two bills introduced but not enacted
in the last session of Congress that would
have permitted patient labeling under
varying circumstances.

The comments contend that sections
505 and 701(a) of the act contain no
language suthorizing promulgation of
a patient labeling regulation.” It is
tlaimed that section 505 of the act con-
tains nothing suggesting or pertaining
to authority to require patient labeling
for new drugs while section® 701¢a) of
the act provides FDDA with only general
rule making authority, and allows for
promulgation of regulations only on sub-
jects that are specifically covered by
some other section of the act, .

The Commissioner disagrees with
these contentions. The Fobd and Drug
Administration’s legal nuthority for xe«
quiring patient labellng was explained
in-detail in paragraph 4 of the preamble
to the proposed new format for preserip-
tion drug labeling published in the Fen~
ERAL REGISTER of April 7, 1976 (40 FR
15392). The Commissioner affirms that

. explanation. Section 505 of the act pro-
vides that a new drug application (NDA)
may be approved only if a new drug is
shown to be safe and effective in use
under the conditions set out in its Iabel-
ing, and section- 201(p) of the act (21
U.S.C. 321(p)) similarly provides an ex-
emption from the requirement of an
NDA only if the drug is generally recog-
nized as safe and effective under the
conditions of use set out in its labeling.
Moreover, both sections 502(2) of the
act and sectlon 505(d) of the act pro-
hibit prescription drug Iabeling that is
false or misleading in any particular,
and section 201(n) of the act explicitly
provides that the failure to reveal ma-
terial facts can be misleading. Accord-
ingly, the act requires the Commissioner
to make a determination that the infor-
mation contained in the labeling for a
prescription drug is sufficient to assure
the safe and effective use of that drug
by consumers. The Commissionef con-
cludes that such determination may well
require specific information to be pro-,
vided to consumers about the drug, as
has already been required for the oral
contraceptives in §310.501 (21, CFR
310.501).

‘Fhe primary purpose of the provision

~ in section 503(b) (2) of the act exempt-
ing a prescription drug from adequate
directions for use and warnings is
to avoid self-diagnosis and self-
administration of drugs that require
professional supervision for safe use. Re-
quiring a prescription drug product to
contain printed patient information does
not contradict this purpose. For estro-
gens, such information will inform the
patient of the advantages and risks as-
sociated with the use of these drugs and
will ensure safe and effective use of the
drug after it has been prescribed by the
physician, Nothing in the legislative his-
tory of section 503(b) or in any other
section of the act suggests that Congress
intended to preclude a requirement of
labeling directed to the patient that pro- -
motes safe and effective use of the drug.

The introduction of two.bills In tho
last session of Congress to provide for
patient labeling is not an indication that
Congress belteves that FDA ldcks status
tory authority to require patient Inbeling
for prescription drugs sbsent such leg-
islation, The Commissioner belleves that
these bills have resuited from the recog~
nition by certain members of Congress
that arguments such as have been raised
by the comments have been and will con~
tinue to be made, Legislation specifically
providing for patlent labeling would ro-
solve questions about the agency's nu-
thority once and for all.

The Comunissioner also disagrees with
the contention that section 701(a) of
the act allows only for the promulgation
of substantive regulations on subfeoty
that are specifically authorized by somo
other section of the act. Rather, section
701(a) of the act empowers the Commis~
sioner to promulgate substantive rules to
facilitate enforcement of the nct. United
States v. Nova Scolia, 417 F. Supp. 1304
(ED. NY.,, August 17, 1976); Natlonul
Nutritional Foods Association v. Wein-
berger, 612 ¥. 2d 688 (24 Cir, 1075);
Weinberger v. Hynson, Wescott and Duti-
niny, Inc, 412 UL, 809 (1973); Cilu
Corp. v. Weinberger, 412 U.8, 845 (1073,
Accordingly, {he Commissioner con-
cludes that & regulation issued pursuant
to section 701(a) of the act may lawfully
establish & requirement for potiont
labeling for a prescription drug product.

2. Consistency of procedures employed
by FDA with section 505 of the act. Sev-
eral comments allege that the procedure
followed by FDA 1s inconsistent with soc-
tion 505 of the act. They note that tho
products to which the proposal would
apply are subject to approved NDA’s and
argue that under section 505(d) (63 of
the act, the agency's approval of thosu
applications was based In part on o
determidation < that Jabeling submittod
with them, including physiclan labeling,
weas nob “false or misleading in any par-
ticular.” They insist that section 505(0)
of the act provides the only procedure
by which FDA may withdraw approval
for an NDA and that withdrawal must
be based upon a determination that Ine
beling contained in the NDA is falso or
misleading in light of “new information.”
‘The comments argue that FDA cannot
circumvent this procedure by issuing o
notice of its intent to treat ag misbranded
drugs those whose labeling is in full coin-
pliance with NDA’s that have boop
approved by the agency.

The Commissioner disagrees. Although
section 505(e) of the act provides that
FDA may withdraw approval of an NDA
i new information demonstrates that
the approved labeling is falso ot mislead-
ing, section 505 of the act is not the
exclusive method for regulating now
drugs. All drug products, including those
subject to section 505, are subject to tho
adulteration and misbranding proyision
of sections 501 and 502 of the nct, If
new drug product is misbranded unclor
section 6502(a) of the act, the Commiy-
sioner has the option to proceed with
enforcement action under either section
502 or section 505 or bhoth. Proceeding
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under section 502 is in no way inconsist-

ent with section 505.

3. Infringement upon the practice of
medicine. Several comments #lleged that
the proposed regnlation would result in

. a direct and substantizl Federal involve-
ment in the patient/physician xelation-
ship and would be an infringement upon
the practice of medicine, The comments
argued that under the. traditional pa-
tient/physician relationship, the physi-
cian provides such information to the
patient concerning drug therapy gs the

_ physician considers appropriate, The lan~
guage of section 503(b) of the act, it was
suggested, reflects this relationship. The,
comments argued further that intrusion
into the practice of medicine is com-
pounded by statements in the patient

“labeling (see the Feperar RecISTER of Oc~

tober 29, 1976 (41 FR 47576)) that en-
courage the patient to ask the doctor
or pharmacist fof the package insert
(physician labeling), which by definition
is directed to trained professionals. This,
it is argued, will unduly increase a pa~-
tient’s concern about the drug and the
therapy unless the patient is fully con-
versant with complicated medical and
scientific terminclogy.

The Commissioner believes that the
findings linking postmenopausal estro-
gen use to endometrial cancer, the re-
ports of an association between intrau-
terine exposure to estrogens and congeni-
tal anomalies, and the findings of an
increased risk of vaginal cancer in ado-
lescent daughters exposed in utero to an
estrogen (DES) must not only he care-
fully considered by physiciabs who pre-
scribe these drugs, but also by patients
who take them. The advantages and risks
associated with the use of these products
are of a type that can and should be
assessed by patients.

‘The Commissioner does not agree that

the requirement for patient labeling in-
terferes with the physician/patient re-
lationship or infringes on the practice
of medicine. Indeed, by directing the
‘patient to consult with her physician
the labeling requirement explicifly rec-
ognizes the primary responsibllity of the
prescribing physician to convey to the
patient, information regarding pre-
seribed drugs. This regulation, therefore,
is not intended to preempt the physi~
cian’s responsibility, nor will it haye that
effect. Rather, In situations where phy-
sicians are conscientious in describing

. the relative bexpefits and risks of these
drugs with their patients, the patient
labeling will simply reinforce what the
physician has explained the patient
and serve as e written reminder that can
be referred to by the patient during the
course of therapy.

At the same time, the Commissipner
recognizes that information regarding
the benefits and risks of estrogen drug
products is sometimes not fully provided
by vhysicians. Even when it Is, it is likely
to be given verbally and may thus be
misinterpreted or forgotten by patients.
For these-reasons it is additionally neces-
sary that these drugs contain patient
labeling. Buf under no circumstances is
the presence of the labeling intended to
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supersede the role of the physician in
informing the patient or to interfere in
any way with communications between
the physiclan and his or her patients.

The statement in the patient labeling

that refers to the physiclan insert s in-
tended primarily to advise the patient
that such an insert exists and that it is
-available to the patient if the patient is
interested in reading it. The Commis-
sioner belleves that it is necessary and
yroper to inform patients thet they may
obtain additional information ou the use
of these drugs if they so desire. The
existence and availability of such inserts
is already kmown to many patients and
the Commissioner believes the Informa-
tion should be avallable equally to those
patients who are less informed. More-
over, as the Commissioner has made
patient Iabeling sclective in scope—it
does not attempt 10 describe all the in-
formation that §s included in pbysician
Jabeling—he would view as inappropriate
the faflure to advise patients that the
patient lobeling insert docs not contain
all the known information on the drug.
Therefore, the Commissioner concludes
that the reference to the physician
Jabeling should be retained in potient
labeling,
. 4. Product Uabilily consequences. Sev-
eral comments contend thaet patient lab-
eling could have a substantinl adverse
effect on the Uability of manufacturers
by imposing a standard of “absclute”
liability, The comments explajn that in
recent years there has been o trend
among the courts to adopt the concept of
“strict Uiebility” as expressed in the ‘“Re-
statement (Second) of Torts” (a highly
regarded but unofficiel legal treatlse).
The comments argue that under 402(A)
of the Restatement, a manufacturer may
be held strictly lable for personal injury
to a consumer without resard to negli-
gence on the part of the manufacturer
if injury follows the normal and reason<
able use of the product. The comments
claim that when applied to prescription
drugs, owing to the Inherent nature of
such products, the doctrine will result in
the application on manufacturers of an
“absolute linbility’ standard.

The Commiss{oner does not agree that
the imposition of o requirement for pa-
tient labeling will necessarily affect ad-
versely the standard of civil tort Liability
that is imposed on drug manufacturers.
Whether or not o manufncturer is to be
held lable in a given situation will de-
pend upon the facts surrounding the
manufacture, sale, and use of the drug
product. It will also depend on the na-
ture of the Injury and the applicable
civil Inw, Moreover, the Commissioner
believes that piving patients informa-
tion on the hazards associated with es-
trogen drug preducts will as lil:ely result
in reduced potentlal manufacturer liz-
bility, owing to improved patient com-
pliance and o corresponding decrease in
drug-induced injury. In any cvent, how-
ever, whether particular labeling may
alter o manufacturer's liability {n o glven
instance cannot be considered as a dis-
positive factor by the Commissfoner in
reaching a decision on the propossl. The
Commissloner concludes that to assurg
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the safe and effective use of estrogen
products it Is necessary that the patient
be provided with cerfain specific infor-
maotion In the form of patient labeling,
in addition to the Instructions normally
received from the preseribing physician.
The Commissioner believes it proper that
a regulation requiring such labeling be
promulgated, notwithstanding the pos-
sibility that it may have an effect on a
manufacturer’s liability in- Isolated
instances.

5. Consistency with previously an-
nounced FDA policy. Several comments
cantend that the finalization of this pro-
roxl would be incansistent with an-
nounced FDA pollcy. They point to the
statement in the Feneral REcister of
November 7, 1875 (40 FR 52075) in which
FDA gnoounced its intent to consider
the patient labeling concept in depth,
prior to implementation. Because of this
statement and other activities in this
area undertaken by FDA, such as puhlic
seminars and -FDA contracts with out-
clde groups to study the feasibility of
such labeling, the comments state that
they have been assuming that the agency
vas carefully studying the concept of
patient labeling and the problems inher-
ent with it, and point to the November 7,
1975 FDA notice, which requested com-~
ments as to methods of drafting such
labeling, as supporting that assumption.
They argue that. there Is no medical ‘or
lezzl need to abandon ihis “reasonable”
approach, particularly since the contro-
versy in recent months over the appro-
priateness of estrogen therany has
served to highlisht to physicians the
complex medical problems of such ther-
apy. Moreover, such a course of action
may, they argue, constrict the agency
In overall implementation of patient
labeling requirements, such as proper
raodes of distribution, language and edu~-
cational considerations and considera-
tion of cost, if legal authority for pa-
tient labellng, which they argue does not
currently exist, Is obtained.

The Commicsfoner does not view the
propoced requirement for patient label-
inz for estrogen drug preducts as con-
filcting with previously annonnced ¥DA
policy. The November 7, 1975 notice
clearly stoted that the concept of patient,
packaze inserts Is not an entirel¥ new
one to the agency. The notice also ex-
Plained that FDA, in consultation with
tdvisory committees and pfofessional,
trade, gnd consumer groups, was evaly-
ating the usefulness of patient package
Inserts in order to establish an overzll
policy on patient labeling. The Commis~
sloner did not, however, intend to fmply
that FDA would defer the adootion of
requirements for patient 1abeling for sve-
clfte druzs when the need for such labal-
Ing was clearly demonstrated. Thz Com-~
missioner bellevés that such a need has
been demonstrated for estrozen druz
products. The advantages and risks as-
coclated with the use of these products
are a type that can and should be ns-
sessed by patients, particularly the find-
ings lnking postmenopausal estrozen
use to endometrial cancer, the reports
of an assocjation between imtrauteririe
exposure to estrogens and congenital
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anomalizs, and the finding of an in-
cressed risk of vaginal cancer in adoles-
cent daughters exposed in utero to an
estrogen (DES). Therefore, the Com-
missioner views the requirement for pa-
tlent labeling for these drugs as not
conflicting with previously announced
DA policy. ’ .

The Cormnmissioner acknowledges at the
same time, that there is still 2 proposal
outstanding for a comprehensive plan
for the development, issuance, and dis~
tribution of patient labeling for prescrip-
tlon drugs which, when issued in final
form, may lead to modification of the
patient labeling for oral contraceptives,
estrogens, and other products for which
earlier regulations were adopted. .

6. Infiationary aspects of the proposal,
Several comments questioned the state-
ment in the preamble to the proposal
that the Commissioner found that it
would cause no major inflation fmpact.
These comments argued that the require-
ment that bulk packages of estrogen
products contain adequate numbers of
patient package labeling would catlse a
substantial increase in cost for estrogen
drug products. The conments argue that
this requirement will necessitate in many
instances that the outer carton be rede-
sipned to provide sufficient space fo ac-
commmodate the patient package labeling
material, Because almost all packages
will have to be redesigned, this will re-
sult in a one-time increase in cost, They
argue further that the proposed regula-
tion will also necessitate the redesign
of machines used for machine packaging
estrogen drug products. ITn many in-
stances, it will make obsolete the manu-
facturers ability to use machines for
finnl packaging, forcing the use of hand
labor with a resultant increase in labor
cost. Thus, depending>on whether the
machines can be-adapted, or whether
hand packaging will be required as an
ongoing activity, the regulation will
either cause a significant one-time cost
increase or cost increases that will con-
tinue during the lifetime of the product.
There will also be an increase in costs
for pharmacists in terms of requirements
for increased shelf space and for time to
respond to patients’ questions.

The comments also anficlpate that
many YJuestions will be generated by the
patient labeling and that the vast ma-
Jority of these questions will be directed,
appropriately, to the prescribing physi-
cian. Again, if the questions raised by the
patient labeling become » burden upon
the time available to the prescribing
physician, he will have no other recourse
than to charge the patient for the extra
time nceded to answer the patient's
questlons.

The Commissioner notes that neither
the direct cost nor the fadirect cost of
the proposed requirements has been
fully quantified., But the direct cost of
printing package inserts and distributing
them with the drug to the whalesaler and
retailer and the cost of storage of these
inserts appear to be very small. The
Commissioner believes that the approxi-
mately 2.4 million dollars per year figure
included In the agency’s inflation impact
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asSessment is a fairly accurate represen~
tatlon of the direct cost based on present
rates of use. The Commissioner acknowl-
edges that this approximate figure does
not take into account the possibility that
equipment used for machine packaging
of estrogen drug products may have to
be redesigned, or that in some instances
the product may have to be hand pack~
aged. In preparing the inflation impact
assessment, however, the Commisstoner
did consider the slight increase in costs
that result from the necessity of in-
creased shelf space in the pharmacy.
This is included in the 2.4 million dollar
per year figure.

' As estrogen patient labeling will be-a
new experience for patients, prescribers,
dispensers, drug manufacturers and reg-
ulators, accuraie predictions of the ex-
tent to which patient labeling will effect
professional time demands are not pos-
sible, The past experience with oral con-
traceptive Dpatient labeling, however,
suggests that demands for professional
time are not slgntficantly increased by
patient labeling. A conscientious phy-
sioian presumably already advises each
patient about the drugs that he pre-
scribes—praviding information on direc
tions for use, cautioning against misuse,
and giving warnings sbout possible ad-
verse reactions. The patlent labeling
will simply reiterate this information and
serve as & reminder for what the patient
might forget. As experience is gained,
physicians will be able to anticipate ques-
tions that might be stimulated by the
patient labeling, and will be able to pro-
vide answers to these questions as part
of the routine instructions provided to
the pstient. Thus, the Comumissioner
concludes that it 1s unlikely that the
questions raised by the patient Iabeling
will measurably lengthen the time of the
patient's visit, except possibly in the case
of a physician who is not accustomed to
advising the patient about the drugs
that are prescribed. The ‘Commissioner
notes, as well, that it is unlikely that the
patient labeling will significantly bur~
den pharmacists with an increase in
questions regarding the drugs because
the patient labeling specifically suggests
that patients direct their questions to
the prescribing physician.

7. Availability of patient information
on esirogens, One comment contends
that although patient labeling dispensed
by pharmaeists will help patients to
some extent, the decision whether or not
to prescribe the drug occurs in the doc~
tor's office rather than in the pharmacy,
and it is there that the patient most
needs the information for discussing
drug therapy. Moreover, the comment
argues that if the patient has this in-
formation in hand while the decision is
being made, the doctor has g strong in-
centive to be familiar with the contents
of the various labels, and with the use
of the drug in general, Once the patient
has left the doctor’'s office, however, her
opportunity to participate in the decision
is gone, as is her opportunity to be sure
the doctor is knowledgeable and careful
about drug prescribing, Another com-
ment recommends that the physician be

-

required to provide the patient with tho
patient labeling at the time of presorib-
ing, because the distribution of tho
patient labeling pleces to physlolans by
manufacturer representatives or by mail
is less disruptive of the normal pnckng«
ing procedures and moay be less infln-
tionary in the long run, The comment
suggests that the storage and distribu
tion of patlent labeling pleces can bo
more easily managed in the doctor's of-
fice than in the pharmnoy.

In response to thls comment, tho
Commissioner notes that when tho .
physician dispenses, or as in the cnso
with injectables, administers the drug,
he becomes the dispensor and under tho
regulation bears the responsibility for
providing the patient with the patient
Iabeling. In such cases the patient will
be able to xeview the patient labeling at
the time of administration, as recom-
mended by the comment.

In other cases, however, which con-
stitute the overwhelming majority, the
patient labeling will be dispensed by the
pharmacist along with the drug. The
Commissioner views this result as the
correct one,

The Commissioner agrees thut the
decislon whether. or not to prescribe a
drug is usually made in the doctot's of«
fice. But this declsion s made following
examination and diagnosis. The physi~
clan would have to make a .dingmoais,
dispense the patlent labeling, give tho
patient the opportunity to read the
patient labeling and then discuss the
advantages and disadvantages of estro-
gen therapy with the patient. Although
the Commissioner would ndt objcct to
this process, {t is his opinion that tho
proper role of the patient labeling is to
reinforce and augment oral informution
given by the physiclan. Purthormoro, 1t
18 not reasonable to assume that physl-
clans would have the available time and
facilitles commonly to engage in this
process. Physleians have the primary ro«
sponsibility to advise patients about
drugs and provide such information as
directions for use, cautions agninst mis-
use, and warnings about possible adverso
reactions. Patient labeling should sorve
primarlly as an adjunct to this disous-
sion. Even when physicians elect to rely
mainly on written communication of
drug information to their patients, and
where patient labellng will serve ng
a primary informationnl sourco to
patients, that labeling still suggests that
the patient make decisions regarding the
use of the drug in consultation with her
physician. The Commissioner concludes,
therefore, that distribution by physi-
cians would offer little advantage to tho
patient over obtaining the Iabeling from
the pharmacist when the drug s
dispensed. :

“The Commissioner disagrees with con~
ments contending that for economis
reasons physicfans should distributo
labeling. The Commissioner believes that
labeling should be related to the dis-
tribution of the product. Buch dlstribu=
tion provides for better conirol of the
labeling in the channels of distribution
in that the labeling can be tled into tho
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. product’s lot-numbering system. ‘This
permits recall of.labeling, if required,
and assures that revised snd updated
laheling can be dispensed with those
products packaged after the occurrence
of a revision or an updating of the pa-
tient labeling. On the other hand, if
laheling were provided only by physi-
cians, it would be virtually Impossible to
update or recall obsolete labeling. It
would also be necessary to send copies
of revised labeling to every physician in
the country, This would require excessive
copies to be printed at additional cost
and result in unnecessary distribution
costs. Moreover, the Commissioner be-
Heves that pharamsaecles are more likely
than doctor’s offices to-have the kinds
of storage, access, and flling systems

necessary for the efficient and rellable

- distribution of patient package inserts.

Finally, the Commissioner is of the
opinion that the pertient sections of the
act do not appear to authorize regula-
tion of the prescribing function of phy-
sicians to the extent contemplated by the
comment. The Commissioner does, how-
ever, strongly encourage the voluntary
distribution of patient labeling by pre-
scribing physicians.-He urges manufac-
turers in their promotional campaigns to
supply prescribing physicians with the
patient labeling pieces and other sup-
plies necessary fto carry out the volun-
tary distribution program. As discussed
-above, when the physician dispenses, or
(s in the case with injectables) admin-
isters the drug, he becomes the dispensor
and under the regulation bears the re-
sponsibility for providing the patient
with the patient labeling.

8. Ongoing distribution of patient”

lgbeling. One manufacturer suggested
that §310.615(d) (2), which requires
each bulk package to include a sufficient
number of patient-labeling pieces to as-
sure that each patient package contain
an insert, imposes unnecessary burdeuns
and is inefficient. The comment suggests,
for example, that pharmacists might re-
move the drug bottle from the carton or
other enclosure for the patient-labeling
pleces and inadevertently discard the
carton with the patient lsbeling. The
comument recommends that § 310.615¢d)
(2) be amended to permif the use of al-
ternative methods of patient-labeling
distribution. In particular, the comment
urges that the use of a “pad system” be
permitted. In this system the manufac-
turer or labeler would supply pads of pa~
tient labeling to the pharmacist for par-
ticular drug products along with instruc-
tions on how to order additional 1abeling.
This system, it is argued, would be more
efficient and effective in assuring that
rharmacies have patient-labeling Dieces
gwulable for inclusion with preserip-

ons.

~The Commissioner helleves that it is
not desirable to separate the distribution
of patient labeling from the shipment
in bulk of estrogen drug products to the
dispensor. Such 8 distribution system
would” increase the likelihood that the
labeling would not be successfully tied
into and connected with the drug prod-
uct either in shipment or at the point
of dispensing. The use of such a system,
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moreover, could result in the pharmn~
cist (or physician, when he or she dis-
penses or ndmln!sters the drug) elther
falling to dispensc any patient Jabeling
or in dispensing the wrong lnbeling,
Finally, the Commissioner notes that
tradmonnl!y labeling bas been included
in bulk shipments of drug products and
wholesale distributors and retail phar-
macies have developed satisfactory pro-
cedures to ensure the proper distribution
of the lnbeling. He is confident that
manufacturers can devise packaging
that will militate against pharmacists
inndvertcmtly disposing of cnelosed Ja-

beling,

To prevent ambigulty, nonetheless, the
Commissioner 15 amending § 310.615(d)
(2) to indicate more c¢learly that in bhulk
packages Intended for multiple dispens-
ing, o sufficlent number of patient label-
ing pieces must physically accompany the
drug product, i.e,, be included in or with
each bulk package. The labeling pleces
may be in indlvidual or in “pad” form.

As a result of certain questions arlsing
from activitles of the agency, the Com-
missjoner is further amending proposed
§ 310.515(d) (1) and (2) to make it clear
that drug products dispensed or admin-
istered by physiclons (eg., injectables,
etc.) are subject to these requirements,
and that multiple-dose vials, like bulk
packages intended for multiple dispens-
ing, must also include in or with each
package a sufficient number of pationt-
labeling pleces to assure that one plece
cen be given fo every patlent adminfs-
tered the drug,

‘The Commissioner expects that manu-
facturers and labelers will employ & re-
Uable statistical method to determine the
sufficiency of the number of patient-
labeling pieces to bie included in or with
each bulk packnge and multiple-dese vial
He recognlzes, however, that in some

.cases additfonal patient-labeling pleces

may for a variety of reasons be required.
The Commissioner is adding o sentence
in §310.515(d) (2) to indicate that the

 manufacturer or labeler may also employ

a supplementary system to supply aadi-
tional patient labeling to the dispensor.

-That system may not, howerer, act as a

substitute for the requirement that
patient Iabeling must be supplied in or
with the bulk package.

9. Patient labeling and self-medication.
One comment contends that a total
patient package insert program that in-
cludes detalled intormation on indiea-
tions for the use of drugs will result in
the trading or exchanging of prescription
medications by patients. A consumer may
not understand that a specific drug has
been prescribed for the sole purpose of
treating that individual's illness, In some
Instances the results of such substitutions
could be extremely harmful to the in-
dividual.

The Commisstoner xecognizes that this
is a potentinl problem and that patients
should be warned of the possible hazards
of such a practice. The Commissioner
agrees with this comoment and is ndding
§310.515(b) (8) accordingly,

10. Effect of patlent 1abeling on patient
compllance and suggestion-induced ad-
verse reactions. Several comments ex-
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pressed the opinfon that patient labeling
will greatly patient compliance
with deosoge regimen. Consumers who
learn of possible side effects, indications,
and contralndications for a given medi~
cation may decide to discontinue or 2lter
therapy without the benefit of medical
advice. Alternatively, the comments sug-
gest that patients may develop the sus-
pected symptoms by suggestion.

The Commissioner belleves that it is
ultimately the patient’s decision whether
she wishes to take estrozens. Estrogen
patient labeling should help patients
make declsions about drug therapy on
the basis of asccurate and complete in-
formation. The factors behind patient
adherence to agreed medication regimens
arg complex, With the present state of
knowledge it is ifmpossible to predict
accurately the influence that patient
laheling will have on adherence to agreed
medication regimens.

Esperience with oral contraceptive
patient labeling suggests, however, that
patient experience with drug therapy,
rather than written information, pri-

.marily determines discontinuation of

drug therapy. Furthermore, in the case
of estrogens, the Commissioner Srmily
believes patients should take these drugs
for as-brief a perfod as possible and that
women should be appraised of the rea~
tons why this is the case. In the suggested
wording of the patient labeling, patients
are consistently referred to their physi-
cian go that declsions can be made in the
context of appropriate medical advice.

If a patient decldes to follow the in-
struction of her physician, the Commis-~
sioner does not belleve- that patient
labeling will significantly increase the
incidence of suggestion-induced side
effects. Suggestion effects, moreover,
seem to play & minimal role in defermin-
ing serlous ndverse reactions. I is, in
any event, possible to hypothesize bene~
ficlal as well as negative effects of sug-
gestion. Clear expectations about the
effccls of drug therapy, reinforced by
patfent Iabeling, may make patients
more sensltive and aware of certain
physical or psychological reactions.
Eflects which might otherwise go un-
noticed may be jdentified as drug related.
Although this may have the effect of
nominally increasing the reported in-
cidence of less serfous adverse reactions |
it also may have beneficial results.
Patients may be more sensitive to “warn-
Ing signals” of serious adverse effects.
Accurate expectations may help reduce
uncertainty and anxiety about possible
effects of treatment. The patient may
2150 be better able to interpret and iden-
tity more accurately the cause of drug-
induced reactions, and treatment deci-
slons il accordingly be based on more
precise information. It is the Commis-
sloner’s opinion that the possible positive
effects of supplying accurate side-effect
information outwelgh the possible nega-
tive effects.

At the same time, the Commissioner
recognizes that there may be some drugs
{or which patientlabeling Is required and
the physician concludes that the Jabeling
should not be given to the patient—for
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example, where the patient would be ad-
versely affected by some of the informa-
tion in the patient labellng. The Com~
missioner does not, however, belleve that
estrogens fall into this category, and
such option is not provided in this
regulation.

11. Flezibility in providiny patient ia-
Leling in hospital seltings. A comment
stated that hospitals and other health
«care institutions would require some
flexibility in meeting the broposed re-
quirements. It noted that the proposal is
unequivocal; the “dispensor” must give
labeling to the patient when an estrogen
drug product is dispensed, or fthe drug
will be deemed misbrandetl. ‘Fhe com-
ment noted that in institutional health
care, pharmacists, physicians, and nurses
closely monitor a therapsuiic course, and
in that situation the patient can rely on
personal contact and professionsl exper-

tise for drug information 1o assure safe

and effective therapy. The comuent
argued that hospital pharmacists be per-
mitted to use professiopal discretion in
determining the method of transmitting
information, depending upon the seri-
ousness of adverse affects, the condition
of the patient, and the frequenecy with
which the drug will be administered.-The
comment further argued that it would be
impractical for a hospital using a unit-
dose drug distribution system to provide
patient labeling whenever a drug is dis-
pensed, hecause the drug is dispensed one
dose at a time. The comment recom-
mended, therefore, that the repulation
permit acute care hospitals to provide
patient labeling fo inpatients on estro-
gen therapy before administration of the
first dose of estrogen, and in long-term
care facilitles, before the first adminis-
tration and every 30 days thereafter. The
comment also urged that if clinical serv~
lces substentially furnish the informa-
tion called for, misbranding should not
be deemed to occur if the actual labeling
were not provided.

‘The Commissioner agrees that hospl-
tals and other health care institutions
should have some flexibility in meeting
the requirements of this regulation. He
concludes that it wouid be impractical
and unnecessary to require patient Jabel-
inp to be made avallable to the hospital«
ized patient every time o drug is adminis-
tered. Therefore, -the final regulation is
revised by adding a new sentence to
§ 310.5615(cd) (1) that states that the re-
quirements of §310.516 are met in the
case of estrogen drug products prescribed
in an acute care hospital or in long-term
facilitles if the patieat labeling is pro-
vided to the patient before administra-
tion of the first dose of estrogen and
every 30 days thereafier ns long as the
therapy continues,

‘However, the Commissioner does nof;
agree that clinical services should be per-
mitted to merely “substantially” convey
the Information caHed for in this pro-
posal. He advises that the,requirement
for patient labeling for this drug product
cannob be satisied by oral communica-
tlon of the Information by either the
pharmacist or physiclan. The written
patlent labeling 1s intended to be & sup-
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pleinent to any oral communication of

. this information, or in the absence of any

oral communication, to at least furnish
the patient with basic information neces-
sary for the patient’s safe and effective
use of the product.

12. Type size in patient labeling., Com-~
ments were received objecting to the pro-
posed requirement that 9-point (non-
condensed) type beused in patient label-
ing. One comment contended that the
requirement for 9-noint type is mot a2
valid method of specifying tyne height
or legibility. The comment argued that
an 8-point type face may in some cases
be significantly more legible and easier
to read than some S-point faces. The
comment further pointed out that the -
point type is not a standard size (the

- standards-for type size are 6, 8, 10, and
-12 point) and, therefore, is not ayailable

in many different type faces and styles.
Mandating a 8-point size requiremient
will, therefore, complicate machine
finishing and will not permit many of
the procedures that are currently being

-followed by manufacturers to be npplied

to patient labeling. It could, for example,
make it necessary to redesign bulk pack~
age outer cartons, result in larger car-
tons, and increase the amount of shelf
space needed to store the drug product
in the pharmacy. The comment recom-
mends that the regulation not specify
& minimum type size, but instead con-
tain language requiring that the patient
labeling be legible.

The Commissioner has given further
consideration to the question of type
size and legibility of patient labeling and
has concluded that lsnguage requiring
only that the labeling be “legible” would
be unduly vague. A more objective stand-
ard that can be uniformly applied to all
patient labeling 1s necessary. Therefore,
a minimum type size must be established.
The Commissioner s, however, persuaded
that specifying a particular point type
size is mot, by itself, a valid method of
specifying type height or legibility. Ac-
cordingly, the final regulation is revised
to specify that the minimum type size
shall be at least vy dnch in height. The
‘helght pertains to lower case letters, and
1% 1s the lower case Yo" or its eguivalent
that shall meet the minimum standard.
The body copy shall be 1-point leading
and noncondensed type, and shall not
contain any light face type or small capi-
tal lefters, It is the opinion of the Com-~
missioner that this requirement will re-
sult in & type size that will ensure legl-
bility without imposing a significant bur-
den on the manufacturer,

13. Effective date provisions. Com-
ments were recelved objecting to the pro-
vision In the proposed regulation that
would allow estrogen drug products in
the possession of & wholesaler or retailer
before the effective date to be shipped or
sold if adequate numbers of copies of the
patient labeling are furnished to the
wholesaler or retaller to permit any re-
tail purchaser after the effective date to
obtain such lebeling with the product.
The comments suggested that this sec-
tion be deleted and thatthe effective date
be predicated upon the date on which

the estrogen drug products are packaged,
‘They argued that distribution of tho
patient labeling separate from the prod-
uct is inappropriate since control of
labeling is lost. An opportunity also
exists that one manufacturer’s packoro
labeling may inadvertently be glven to a
patient when in fact another manu-
facturer's product was dispensed. Tho
proposed process would also provide no
means of revising the labeling or alerting
the retailer that the patient labeling has
been revised or otherwise updated.

‘The Commissioner does not belicvo
that 1t would be in the best interest of
the patient to establish ns the effectivo
date of the regulation the date on which
the products are packaged. That cholco
would afford manufacturers the oppor«
tunity to stockpile supplies of the drug
not contzining patient Iabeling, and
could result in significant delays in pro-
vidiog the patient with the labeling, It
could also result in & wide variation ro-
garding the time when the products of
various manufacturers would begin to bo

. Iurnished to patients with patient label-
ing. The Intent of the eflective date pro«
vision as proposed i3 to prevent any fur-
ther distribution of the subject drug
without patient labeling on or after the
effective date, without requiring tho ro-
call of stock in possession of persons who
are not responsible for the content of
the labeling, i.e., wholesalers or rotatlers,
‘The distribution of patient labeling sep-
arate from the product on an interim
,basis will assure the prompt availability
of the patient labeling ns of the effec-
tive date of the final regulation, thus
avoiding the necessity of a recall, Al-
though & physician who dispenses or ad-
ministers the drug is considered to bo

.8 retaller under the regulations, tho
Commissioner has concluded that it
would be Impractical to requiro the for-
warding .of separate patient labeling,
within the specifled time frame, to such
physicians for those products In their
possession before the effective date, Ac-
cordingly, the requirement that any cg-~
trogen drug product be dispensed with
patient labeling, as applied to physicians
who dispense or administer the drup,
will not be effective for supplies in their
possession on the effective date, but will
apply only to supplies recelved thero-
after.

14, Applicability of the proposed reyi-
lation. One comment expressed the cone
cern that the proposal, slthough obvi~
ously intended to apply only to estrogon
drug products that are restricted to pro«
scription distribution, did not clenrly
state that the proposal is not applicablo
to over-the-counter drups or cosmaetics.
The comment requested that tho Com-
missioner expressly state that proposod
§310.515 is only applicable to prescrip-
tion drues.

The comment is correct in stating that
the proposal only applies to estrogen drug
products that are restricted to preserip-
tion distribution. The final regulation 1o
revised In §310,516(a) to include a spo-
cific statement to that effect.

The Commissioner ndvises that ho 49
not aware of any over-the-counter estro«
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gen drug product intended for internal
use. There are, however, several over-
the-counter estrogen-containing
praducts intended for topical use. These
preparations, currently being reviewed
by the OTC Advisory Review Panel for
Miscellaneous External -Products, will
not be affected in any way by this regu-

. lation. -

15. Content of patient labeling: § 310.-
515(b) of the proposed Tule. Section
310.515(b) of the proposal prescribes cer-
tain specific’ points of information that
shall be included in the patient labeling.
Several comments were received on those

- ppints of information. The most slgnifi-
cant comments and the Commissioner's
- response to those comments follow.

a. One comment recommended thab
endorsement of estrogen for short-term
use for moderate vasomotor symptoms of
menopause be deleted from § 310.515(b)
(3). In the opinion of the comment, the
patient information should not recom-
mend estrogens for anything but the
most severe and incapacitating vasomo-
tor symptoms—otherwise known as “hot
fiashes.” The comment argued that for
estrogen use to be suggested merely be-
cause the patient is going through meno-
pause is unacceptable, considering the
unequivocal animal and human evidence
that estrogens cause cancer.

The Commissioner responds that, al-
though the labeling allows for the use of
estrogens for moderate vasomotor symp-
toms, the labeling is not jntended to sug-
gest that estrogen use is appropriate
merely because the patient is going
through mencpause. While “moderate”
and “severe” are subjective terms, and
may have different meanings to physi-
cians and patients, the Commissioner be-
lieves the labeling clearly indicates that
& significant symptom is necessary to
justify nse. For the type of vasomotor
symptoms Chot flashes) for which estro-
gens are indicated there is no alternative
therapy, and such therapy is intended
for short-term use only. With these con-
siderations in mind the Commissioner
concludes that to limit the use to severe
vasomotor symptoms would he umneces-
sarily restrictive, and that the regula-
tion should not be revised in this respect.

b. A comment objected to the state-
ment in proposed § 310.515(b)(3) that
estrogens are not indicated for the treat-
ment of nervousness. The comment con-
tends that a number of investigdtors have
studied the effects of estrogen on emo-
tional symptoms assoclated with the
menopause and generally have found es-
trogens beneficial in alleviating such
conditions. Such studies have included
several double-blind studies, e.g., those
by Douglas (Medical Annpals of the
District of Columbia, 38:437, 1969), Shef-
frey (Medical Annals of the Distriet of
Columbia, 38:433, (1969), and Lozman,
et al. (Southern Medical Jouwrnal, 46:
1079, 1972). In addition, it is argued,
studies by Klaibern, et al. (American
Journal of Psychiatry, 128:1492; and
Conference on Biorhythm and Human
Reproduction, New York, October, 1972}
have shown that conjugated- estrogens
are effective in alleviating depression in
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women, probably because of restoration
in initially depressed patients of more

drug normal levels of essential adrenergic

functioning. The comment concludes that
there is sufficient evidence that estrogens
are effective in alleviating certaln ner-
vous symptoms or depression that may
oceur during the menopause, and that a
statement to the contrary is inappro-
priate.

The Commissioner is familiar with the
references cited by the comment, but
does not agree that the studies offer sub-
stantial evidence that estrogens are ef-
fective for the treatment of nervousness,
Estrogens have been shown to be effective
in treating moderate to severe vasomotor
symptoms, In the preseoce of such symp-
toms many women also exhibit sligus of
nervousness or depression. It is the Com-
missloner's view that it is the successful
treatment of the vasomotor symptoms
that removes the cause of the nervous-
ness and depression; hence, these symn-
toms are nlleviated. He notes, moreover,
that there is no evidence that estrogens
are effective in alleviating nervous symp-
toms or depression that are nob caused
by conditions for which estrogens have
been shown to be eHective.

c. A comment was received in regard
to the terminology “cancer of the uterus”
used in § 310.515(b) (4) (1). The comment
contends that the correct term is “en-
dometrial carcinoma,” and not “cancer
of the uterus,” which includes cervieal
as well as other types of cancer.

The Commissioner sgrees with this
comment and §310.515(b)(4) (5} Is re-
vised nccordingly.

d. A number of comments expressed
concern regarding the risk of endome-
trial carcinoma (cancer of the uterus)
for women who have had hystereclomies,
They suggested that neither the proposed
rule nor the Jabeling text adequately ad-
dressed this issue,

To sllay any unnecessary concerns, the
fnal rule is revised to require n state-
ment in the patlent labeling that indi-
cates that women who have had total
hysterectomies have no risk of endome-
trial carcinoma.

€. One comment contended that the
patient labellng should imention “Uver
tumors” avd not “benign lver tumors” as
proposed by § 310.515(b) (6). The com-~
ment argues that although the majority
of tumors associated with estrogen use as
reported in the published literature have
been classified as “benign,” some tumors
have been classified as malignant. More-
over, it is argued, those tumors classified
as “benign” have malignant potential if
not surglcally exclsed. The comment sug-
gests that use of the term “henign® when
there is malignant potential, and where
malignané liver tumors have also oc-
curred in oral coniraceptive users, s
deceptively soothing to the ordinary
consumer.,

The Commissioner agrees that al-
though the majority of tumors associated
with estrogen use as reported in the pub-
Hshed: literature have been classified as
benign, some tumors assoclated with the
use of estrogen containing oral contra-
ceptives have been classified as malig-
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nant. The Commissioner believes that
deleting the word ‘“benign” would be
more accurate under the circumstances.
‘The regulation {s revised accordingly.

Dare o MosT RECENT REVISION

The Commissioner is revising § 310.515
(b) (8) to provide that the date, identi-
fied as such, of the most recent revision
of the labeling be prominently placed im-
mediately after the last section of the
labeling. This conforms to the present
practice of many manufacturers and
should, therefore, not be disruptive of
Inbeling processes.

STATUS oF PAITIENT LABRLING TEXT:
-REVISIONS OF OCTOBER GUIDELINE

Section 310.515(0) requires that FDA
make available and publish in the Fep-
£RAL REGISTER patient labeling for estro-
gens that is responsive to all items speci~
fied in § 310.515(b). The suggested text
of patient labeling that met the require-
ments of the proposed rule was published
in the Fenerarn Recister of September 29,
1976 (41 FR 43117 and revised in the
Feopral. Recistzr of October 29, 1976
(41 FR 47573). In this final regulation,
as & result of comments recelved on pro-
posed §310515(b), the Commissioner is
making & number of rule changes and
determines that corresponding changes
in the patient labeling text are necessary.

Published elsewhere in this issue of
the Feperar REecister Is the precise
Janguage of the revised patient labeling
text that will be consldered to meet the
requirements of the final rule. The
Commissioner advises that the text of
tho patient labeling is intended as a
guldeline (2@ CFR 10890) which if
followed will enable any person to comply
with the requirements of § 310.515(h).

Those manufacturers and suppliers
who have deferred preparing patient
lobeling until the publication of the final
rule have until September 20, 1977, to
implement the revised labeling require-
ment. For those manufacturers and
suppliers who put into use the October
29, 1976 patient labeling text prior to the
issuance of the final order, the October
labeling will continue to be considered
by the Commissioner as meeting the re-
quirements of §310.515(b) until Novem-
ber 21, 1977. After November 21, 1977,
the labeling text published on October
29, 1976 can no longer be relied upon as
meeting the requirements of § 310.515¢h).

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 502, 505,
701(a), 52 Stat. 1050-1053 as amended,
1055 (21 U.8.C.-352, 355, 371(a))) and
under suthority delegated to the Com-~
missfoner (21 CFR 5.1), Part 310 is
amended by adding new § 310.515 to Sub~
part E, to read as follows:

§310.515 Estrogens; labeling dirccted
to the patient.

(a) The Commissioner of Food and
Drugs concludes that the safe and
effective use of druz products containing
estrogens requires that patients be fully
informed of the bemefits and risks in-
volved in the use of these drugs. Accord-
ingly, except as provided In paragraph
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(e) of this section, each estrogen drug
product restricted tfo -prescription dis~
tribution, including products containing
estrogens in fixed combimation -with
other drugs, e.g. estrogen-tranqnilizer
combinations, that is the subject of a new
drug applicatica approved either before
or after the Drug Amendments of 1962

and any identical, related, .or similar -

drug product, whether or not it is the
subject of an.approved new drug appli-
cation, shall be dispensed 1o patienis
with labeling in lay language containing
information concerning effectiveness,
contraindications, warnings, precautions,
and adverse reactions. The patient label-~
ing shall be provided as a .separate
printed leaflet Independent ot any addi-
tional materials.

(b) The patient labeling shall specifi-
cally include the following:

(1) Nameof the drug.

(2) Name and place of business of the
manufacturer, packer, or distributor.

(3) A statement regarding the proper
use of estrogens, particularly short-term
use in moderate to severe vasomotor
symptoms of the menopause and preven-
tion of breast engorgement. It is to be
stated that estrogens are not indicated
for certain conditions, i.e., nervousness,
preservation of supple skin, or mainte-
nnonce of a youthful feoling. The limited
usefulness in preventing breast engorge-
ment is also to be noted,

(4) A warning regarding ‘the most
serious dangers of estrogens and the rela-
tive risk In users versus nonusers, where
known, including:

11) Endometrial carcinmoma. The im-
yportance of minimizing dose and dura-
‘tion of use is to be stressed, as 1s the im-
portance of using estrogens only when
necessary. A statement indicating that
women who have had total hysterecto-
mies have no risk of endometrial car-
cinoma.

(i) Other possible cancer. ‘The im-
portance of annual examinations is to be
stressed. Specizl attention to women
with breast nodules, adnormal mammo-
grams, or a family history of Dbreast
cancer Is to be mentloned. |

(iii} -Gall bladder disease,

(iv) Abnormal blood clofting.

(v) Damage to exposed fetus.

(5) Astatement of contraindications.

{6) A.discussion of other side effects of
estrogens, including oral contraceptives,
such as nausea and vomiting, breast
tenderness, growth of fibrolds, liver tu-
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‘mors, jaundice, mental depression, fuld
Tetention, and darkening of the skin.

(1) A discussion of thedanger signs ot
which the patient nmst be mware, in~
rcluding abnormeal vaginal bleeding,
symptoms suggesting thrombophlebitis,
pulmonary embolus, stroke or heart at-
tock, breast Jumps, jaundice, and de-
Dression.

(8) A statement cautioning the con-
sumer that this drug has been preseribed
for the sole purpose of treating the in-
dividual’s illness and that the drug must
not be given to others.

{9) The date, identified as such, of the
most recent revision of the labeling
prominently placed immediately after
the last section of such labeling.

(¢) 'The patient labeling Shall be
printed in accordance with the following
specifications:

{1) “The minimum letter size (lower-
case letter “o” or its equivaient) shall be
not less than 3¢ inch in height.

(2) The body copy shall contain 1«
point leading and noncondensed type,
and shall not contain any light face type
or small capital letters.

(D (1) Patient labeling for each es-
trogen drug product shall be provided in
or with each package of the drug prod-
uct intended to be dispensed or adminis-
tered to the patient. However, patient
labeling for drug products dispensed in
acute care hospitals or long-term-care
facilities will be considered to have been
provided in accordance with this section
if provided to the patient prior to ad-
1ainistration of the first dose of estrogen
and every 30 days thereafter, as long as
the therapy continues.

(2) In the cese of estrogen drug ptod—
ucts in bulk packages intended for mul-
tiple dispensing, and in the case of in-
Jjectables in multiple-dose vials, a suffi-
cient number of patient labeling pieces
shall be included in or with each pack-
age to assure that one plece can be in-
cluded with each package or dose dis-
pensed or administered to every patient.
XEach bulk package shall be labeled with
instructions to the dispensor to include
one 'patient labeling piece with each
package dispensed or, in the case of
injectables, with each dose administered
to the patient. This section does not pre-
clude the manufacturer or labeler from
distributing additional patiept labeling
Ppleces to the dispensor.

(3)° Any estrogen drug product re-
stricted to prescription distribution, ex-

cept as noted in paragraph (¢) of this
section, that 1s not labeled as required by
‘this section and that is elther introduced
or delivered for introduction into inter-
state commerce, or held for sale aftor
shipment in interstate commerce is mis-
branded pursuant to section 502 of tho
act. However, an estrogen drug product
in the possession of a wholesaler or re-
tailer before the effective date of this
section is mot misbranded if adequato
numbers of coples of the patient Inbeling
are furnished to the wholesaler or re«
‘taller to permit any retail purchaser
after the effective date to obtaln such
labzling with the product. The require-
ment that any estrogen drug product bo
dispensed with patient labeling, as ap-
plied to physiclans who dispense or ad-
minister the drug, will not be effective for
supplies in their possession on tho effec~
tive date, but will apply only to supplies
recelved thereafter,

(e) This section does not apply to es-
trogen-progestagen oral confraceptives
and oral diethylstilbestrol (DES) prod-
ucts intended for postcoltal contracop«
tion, which shall be labeled according to
the requirements of § 310.501,

(f) The Tood and Drugr Administra-
tion has avalleble patient lnbeling for
estrogens that includes information ro«
sponsive to all items specified in parn-
graph (b) of this section. The labellng
has been published in the TFeponan
REGISTER 88 part of a DESI notico, and
updated versions will continue to bo pub«
lished as guides as changes occur. Any
person may rely on the Intest published
version of this labeling as complylng
with paragraph (b) of this section,

(g) Holders of new drug applications
for estrogen drug products that are sub«
ject to this section must submit supplo~
ments under §314.8¢d) of this chapter
to provide for the labeling required by
paragraph (a) of this section, The label-
ing may be put into use without ndvance
approval by the Food and Drug Admin-
istration.

Effective date: This regulation shall
be effective on September 20, 1977,

{Becs, 6502, 505, 701(a), 62 Btnt, 1050-1053 as
amended, 1055 (21 U.B.0. 3063, 355, 371{n}).)

Dated: July 15, 1077.

Donarp KrNNEDY,
Commissioner of Food and Drugs,

[FR Doe.77-20020 Filed 7-31~77;8:45 am])
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